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(71) We, ORCTflMED S.A., a Swiss Body corporate of c/o Me. Gumy, 8 Bd. 
de Perolles, 1700 Fribourg, Switzerland, do hereby declare the invention, for which 
we pray that a patent may be granted to us, and the method by which it is to be per- 
formed, to be substantially described in and by the following statement: — 

This invention concerns p-carbonyl-phenoxy-carboxylic acids and derivatives 
thereof which result from transforming the p-oxo radical into oxime, acid, ester and 
amide radicals and from transforming the carboxylic acid radical into ester and amide 
radicals. 

Our copending Patent Application Number 3085/70 (1268 321) claims com- 
pounds having the formula 
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O-CH-A-CO-Y 



where Y is —OH, — OCH 3 , — OCJHs, — OC 3 H 7 , NHOH, NR X R 2 , A represents a 
single bond or a divalent straight- or branched-chain C L _ 3 hydrocarbon radical, R' is a 
hydrogen atom or a phenyl group, and either X is = O or = NOH and R is a hydro- 

15 gen atom or a phenyl, halophenyl, Q_ a alkyl, Q-a (u-haloalkyl, and if X = O, R is 15 
hydroxyl, methoxy, ethoxy, propoxy, — NHOH or — NRiR 2 group or R — CX 
represents a cyano group, each of R x and R 2 being a hydrogen atom or an alkyl or di- 
ethylamino alkyl group or R x and R 2 forming, together with the nitrogen atom to which 
they are attached, a substituted or un substituted heterocyclic group. 

20 The present invention provides compounds having the general formula 20 

** 

but excluding those claimed in the said copending application, in which R T and R" are 
identical or different and each represents H, CH 3 , CaH 3 , QjH,, p— F— C 6 H 0 
P — CI — CaH^ — R'" and R'"', which may be identical or different, represent H, a 
25 halogen atom, preferably F, a or Br, a d_ 5 alkyl group, CF S> SCH 3 , SOCH 3 > 25 
SO2CH3, OCH 3 , OH or C 6 H 5 ; R* represents H, a C t - 5 alkyl group, an aryl group, an 
aryl group the aromatic residue of which is substituted by one or more 
CH 3 , CF 3 or h alogen atoms, a cydoalkyl group, OH, a alkoxy group, an aryloxy 
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group, an aryloxy group the aromatic residue of which is substituted, a^doalkjtoxy 
Sul a NR a R/groupT a NHCH 8 CH,NR,R< gro%or ^ 0-alkylme-NR.R^up, 
presents OlTc£* alkoxy, NR,R U NHCHaOT.NR.R or g^ e ^ R ^ 
Y' represents O or NOR,,; Ro represents H, Q_ 3 alkyl, CH S CH 2 NK^4 or 
CH CTOTOI 2 OH° and each of R 3 ^nd R„ which may be identical or different, 
a hydrog^tom, a alkyl group, a C_ 7 cydoalkyl group, preferably 
a^TSdoS l°up, aTaryl group, an aryl group the aromatic rescue of whichjs 
suterituted by one or more halogen atoms or CF, or CH, groups, or R, and R 4 are 
SSt i<X wletiher with thedtrogen atom to which they are bonded, an opnonafly 
substituted ?mWber^ heterocyclic ring, whkh ^^^^^ 
atom sd_ected from O, S and N, , or ^adtod of J^±-^^&^°^ 
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a) from transforming the p-oxo group into oxime X = NORo, 

b) from transforming the carboxylic acid group into ester and amide groups, and, 

c) from transforming both the p-oxo group into oxime and the carboxylic aad groups 
into ester and amide groups; and, 
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^-SSS^Tsh/wIa Te proves that if R»> and R'"' are not both 
^dregS ±ef R* is methyl 'or /^omphenyl, and that if Y is hydroxy ^ aKoxy 
r* is hydrogen or Q_s alkyl and one of R" and and R is hydrogen, the other of R ^ 

15 ^ b -rS&5S2 L A» concerns the acid-addition sale which can be formed from 

formula I compounds. . . . ^„a„. 

Compounds of formula I can be used as therapeutic agents, and act in particular 
on the central nervous system, or as anti-inflammatory or normohpemiant agents, bucb 

20 compounds can be used in therapeutic medicines as analgesic, ana-inflammatory, 

psychotropic, cardiovascular, norraolipemiant, hypocholesterolemiant or anntussive in- 

^Consequendy, the invention further provides a therapeutic exposition containing 
at least one compound of the invention as an active ingredient in associanon with a 
„ phannaceutically acceptable carrier, diluent or coating. 

25 The term alkyl here means a straight or branched hydrocarbon chain. The term 

alkoxy means a straight or branched hydrocarbon chain which is bonded to an oxygen 
atom by a single bond. Among the alkoxy groups according to this invention, the fol- 
lowing simplest ones can be mentioned: methoxy, ethoxy, propyloxy, isopropyioxy, 
30 butyloxy.isobutyloxyandtertiobutyloxy. -^inWmvl 
JU The preferred cydoalkyl groups are cyclopentyl, cydohexyl and A^-cydohexenyL 

The preferred cydoalkyloxy groups are cydopentyloxy, cydohesyloxy and A ■ -cyclo- 

hexenyloxy^ ..g^^NR^" wh jch is also described as "^0^10x3?, 
•»< reoresents a group consisting of a divalent straight or branched hydrocarbon chain 

35 3S?taJ£ £> oxygen atom and a NR,R group «*! 

comprises from 1 to 6 carbon atoms. Among the preferred O-alkylene-NRaR, groups 
the following ones can be mentioned: aminoethoxy, aminopropyloxy, aminoisopropy- 
loxy, mono- and dialkylaminoethoxy, mono- and dia&ylaniinopropyloxy, mono- and 
dialkylaininoisopropyloxy, piperidinoethoxy, azepinoethoxy, morpholmoethoxy, p per- 4U 
azinoethoxy, N'-methylpiperazinoethoxy, pyrrohdmoethoxy, pipendinopropy oxy, 
piperidinoisopropyloxy, azepinopropyloxy, azepinoisopropyloxy, piperazmopropyloxy, 
pipaazinoisopropyloxy, morpholinopropyloxy, morpholmoisopropyloxy, thiomorpho- 
linopropyloxi thiomorpholinoisopropyloxy, N'-?-chlorophenylpiperazmopropyloxy and 

^^^g^rep^by NR* - amino, mono- and dlaikylamino, 
morpholino, thiomorpholino, pyrrolidino, piperidino, azepmo, N-p-cMorophenJ 
piperazino, N- methylpiperazino, piperazino, 4-methylpipendino, anilino, N-methyl- 
anflino, 2,3-dimethyl anilino, p-cnloranilino, O-trifluoromethylamlmo, />-trifluoro- 
methyl anilino, cydohexylamino and cydopentylamino groups and analogues thereof. w 
The preferred halogen atoms are fluorine, chlorine and bromine. 
The aryl group of R"", R", R, and R« can be substituted by one or more F, U, 
Br, CF, and CH>. The preferred ones according to this invention are phenyl, p-chloro- 

phenyl and fi-fluorophenyl. ' . „ . . . cc 

55 Among the compounds corresponding to formula I two kmds of products can be 33 

distinguished: 

1) the p-carbonyl-phenoxy-alkyl-carboxylic acids and derivatives thereof which result 
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2) the p-carboxy-phenoxy-alkyl-carboxylic acids, hereafter called "diacids" and deriva- 
tives thereof which result from the transformation of one or the both carboxylic acid 
groups into ester and amide groups. 

Among the compounds of the "p-carbonyr type, R fi represents H, Q — C 5 alkyl, 
5 aryl preferably C 6 H S , p—Q — CcH 4 and p — F— C,H 4 . 5 
Among the "diacid" type R vi represents OH, Q— C 6 alkoxy, aryloxy preferably 
phenoxy and p-chlorophenoxy, cycloalkyloxy preferably cyclopentyloxy, cydohexyloxy, 
A^ 2 -cyclohexenyloxy, NR3R4, NHGH 2 CH 2 NR 3 R 4 , or 0-alkylene-NR 3 R 4 . 

The para-carbonyl compounds of formula I in which X' is an oxygen atom and Y' 
10 is a hydroxy group or a Ci_3 alkoxy group may be prepared by reacting a para- 10 
hydroxybenzoyl compound of the formula 

in which R*, R'" and R"" are defined as above with a halogen compound of the 
formula 



15 Hal— (L-CO Y" (III) 15 

R" 

in which Hal represents a halogen atom, Y" is a hydroxy group or a C^-s alkoxy group 
and R v and R" are as denned above, in an alkaline medium. 

The carbonyl function >C=0 may be converted into an oxime function or an 
ester or other ester or an amide function respectively, using a method known perse for 
20 converting a carbonyl function to an oxime function or for converting a carboxylic or 20 
Q_ 3 alkoxy ester function to an ester, other ester or amide function. 

The following procedures may be used to prepare the compounds of formula I: 

PROCEDURE A. 

Preparation of acids, esters and amides of formula I, in which R" is a hydrogen atom 
25 and X' is. an oxygen atom 25 



a) A p-hydroxybenzoyl derivative having the formula 

-OH 

k» (Ma) 



in which R 5 is a hydrogen atom or an alkyl or aryl group, particularly a p-chloro- 
phenyl group, is reacted with an a-halogenated acid for the formula 

30 R T — -CH(Cl) — C0 2 H 30 

(Ilia) 

or an -a-halogenated ester of the formula 

R T — CH(Br) — C0 2 Et 

(IHb) 

in order to obtain respectively a compound of the formula 

*» 

fi S ~C-4 \-0-CH-CO?H *f-<j~^ y-O-CH-COzEt 



Qra) **» gsb) 
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M When R, represents a hydrogen atom oranalkyl group, compound IVa may be 
esterefied ustog melyl or ethyl alcohol; the ester obtained may be condensed with an 
™riatt SninTS producea desired amide of formula I, or transestenhed to syn- 
3K Z esttTof formula I other than those already mentioned in procedures A (a) 
and A (b). 

cl When R, represents an aryl radical, compound IVa may be converted by means 
of SOoTpa Ke corresponding acid chloride which may be reacted with an 
appropriate amine, alcohol or amino alcohol, in accordance with a method known par 
r£Vorder ©obtain respectively a desired amide, ester or ammo ester of formula I. 

d) Compound IVb may be condensed with an appropriate amine in accordance 
with a meSodknown per rs to produce a desired amide of formula I or compound IVb 
may be transesterified to prepare other esters of formula I. 

PROCEDURE A, 

Preparation of acids, esters and amides of formula I in which R T = R = CH, and 

X'. — o 

a) An acetone-diloroform mixture or an ^halogenated ester of the formula 

Br— C(CH 3 ) 2 C0 2 Et (V), is reacted with compound Ha in an alkaline medium, in 

order to obtain respectively a compound of the formula 




b) Compound Via can be esterified by means of a lower alcohol, for instance to 
give methyl, ethyl or iso-propyl ester, particularly when R 5 is an alkyl group. 

c) Ester VIb can be amidified or transesterified, in accordance with methods 
known per se to produce respectively an amide or other ester of the formula I. 

d} When R, is an aryl group, compound Via may be converted into the corres- 
pondSg^dd chloride bTmeansof SOC1, or PCI, and then, if. desired , the acid 
cHoridl may be reacted with an appropriate amine, alcohol or ammo-alcohol to pro- 
duce an amide, ester or amino ester respectively of the formula I. 

PROCEDURE B. ' it* 

Preparation of aldoximes and ketoximes of formula I, i.e. compounds of formula I m 
v which X'= NOHorNORo. 

al The compounds of formula I in which X' = NOH may be prepared by treating 
corresponding compounds of the formula I in which X' = O with hydroxylamine 
hydrochloride in a basic medium, preferably a pyridinic medium. 

M The compounds of the formula I in which X' = NORo may be prepared:— 
by condensing corresponding compounds of the formula I in which X = O in a basic 
(pyridine) medium, with a substituted hydroxylamine hydrochloride, such as: 

HjN-2-O— Ro, HC1, 

from the compound of the formula I, in which X' = NOH, by the following reactions: 

_NOH » — NOK > — NORo 

tBu OK XRo 

The following examples are given to illustrate the invention and analogous methods 
of preparing compounds in accordance with the invention. 
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~~ ■ EXAMPLE 1. 

4-(/>-chlorobenzoyi)-phenoxy-aoetic acid 

a) Preparation of 4-hydroxy-4'-chlorobenzophenone 

Phenol and />-chlorobenzoyl chloride are successively added at 0°C to a solution 
5 of AICI3 in nitrobenzene (or a suspension of A1Q 3 in ligroine or dichloroethylene); the 5 
resulting mixture is kept warm to 25°C for 17 hours, and hydrolysed; 4-hydroxy-4'- 
chlorobenzophenone is then isolated by extraction using dilute sodium hydroxide and 
washing with hexane. 

b) 4-(p-chlorobenzoyl)-phenoxyacetic acid 

10 A mixture of 1 mole of 4-hydroxy-4'-chlorobenzophenone, 2.2 moles of NaOH, 1.2 10 

moles of QCHr— C0 2 H and 1300 cc of water, is refluxed for J hours. 

After acidification and extraction with NaHC0 3 have been conducted and followed 
by a second acidification, 4-(p-chlorobenzoyl)-phenoxyacetic acid is isolated. Its melt- 
ing point is 152°C 

15 EXAMPLE 2. 15 

N-(p-propionyl-phenoxyacetyl >morphoiine. 
This example illustrates the procedures A(b) and A(d) described above. 

a) Methyl p-propionyl-phenoxyacetate 

1 mole of p-propionyl-phenoxyacetic acid is refluxed during 10 hours, with 100 cc 
20 of MeOH and 300 cc of CHCU or CH 2 Cl 2 in trie presence of stflfuric'aacl The result- 20 

ing mixture is poured into water. The desired ester remains in the organic phase. It is 
washed once with dilute NaOH, then twice with water. Pure methyl p-propionyl- 
phenoxyacetate is thus isolated, with a yield of about 90%. MP: 59° Q 

b) 

25 1 mole of the ester obtained in step (a) is refluxed for 8 hours with 2.5 moles of 25 

morpholine. Then, 1 volume of water is added, and the product is left to crystallize in 
the cold state. The morpholinic amide is filtered off and recrystallized from alcohol 
(yield: 85%; melting point: 88°C). 

By using the procedure described in example 2, original compounds listed in table 

30 III are prepared. 30 

EXAMPLE 3. 
N-(p-benzoylphenoxyacetyl)-piperidine 
This example illustrates procedure A (c) described above 



35 The piperidinoamide of p-benzoylphenoxy acetic acid is obtained by treating 1 35 

mole >f p-benzoylphenoxy acetic acid chloride with 2 moles of piperidine in benzene. 
By using the procedure described in example 3, original compounds listed in table 

IV are obtained. 

EXAMPLE 4. 

40 ' Para-propionhydroximoyl- phenoxy-acetyi-l-piperidine 40 

1 mole of p-propionylphenoxyacetyi-l-piperidine is refluxed for 5 hours with 1.1 
mole of NH*OH.HCl and 1.05 mole of pyridine. The desired oxime is precipitated in 
water and recrystallized from alcohol. Its melting point is 144°C. 
45 By using tie procedure described in example 4, original compounds listed in table 45 

V are obtained. 
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EXAMPLE 5. 

Preparation of para-(4-chlorobenzoyl)-phenoxy-isobutync aad 

i mole of 4-hvdroxv-4'-chlorobenzophenone is dissolved in anhydrous acetone and then 
5 5 Slf 4 3E2ft% by^e is added. T*™^*^^ 

wSTfs added, the acetone is evaporated, the aqueous phase is washed with 
Sftd Sed and'the organic phase is re-dissolved ^ "JSSdSrf 
10 solution of bicarbonate. The bicarbonate solution is then aadified to obtain the desired 
acid having a melting point of 185 °C, with a yield of 75 /„. . 

By S the procure described in example 5, original compounds listed m table 

VI ^KK^amides of the phenoxy-isobutyric acids prepared in ac cordancewith the 
1 5 procedure of example 5 are produced in accordance with procedure A, described above. 
Esters and amides prepared in this manner are listed m table VH. 

The compounds listed in table VII can be prepared in a manner similar to that 
described in the following example. 

EXAMPLE 6. , 0 
20 Iso-propyl p-(4-chlorobenzoyl)-phenoxy-isobutyrate 

(Code No. 178) 

1 mole of the acid obtained in example 6 is converted into its acid chloride ^S^nyl 
chloride (2,5 moles). 1 mole of the acid chloride is then condensed with 1,05 mole of 
Spropyl alcohol in the presence of 0,98 mole of pyridine in an inert solvent such as 

25 traces of S 0 2 (which has a bad smell) may be obtained from the thionyl 

chloride; it is preferable to avoid this disadvantage by carrying out the estenncauon 



25 



^Using procedure B described above, isobutyric adds, and esters and amides tifciereof 
prepared to example 5 are connected to the corresponding oxime compounds listed in 30 

table^ni. of formula I in which R" and Y' are both hydroxy groups may 

be prepared uV accordance with the invention by a) reacting /.-hydroxybenzoic aad 



35 ho-Q\coc H 35 

with a halogeno carboxylic acid having the formula 

R T 

Hal— i— COOH 

in which Hal represents a halogen atom in an aqueous alkaline medium under reflux, 

orboxyUc^cid j fa ^ ^ and Y' is other than 

hydroxyl can be prepared in accordance with the invention by converting £ least one 
R addictions of the diadd into an ester or amide function by a method known 
45 perse for converting carboxylic add groups to ester or amide groups. 
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The diacid, which has the formula 



HO-C: 




can be used directly: 

a) for the synthesis of a diester of the invention in which R* = Y', 
5 b) to prepare an intermediary acid dichloride for which a diester or a diamide of 

the invention in which R vl = Y' can be synthesized, or 

c) for the synthesis of a monoester of the invention; in this case the acid function 
carried by the oxyacetic chain, i.e. the group OCR v R"COOH, is esterified through the 
acid monochloride prepared with PC1 5 in C 0 H« at 0°C. 

10 The monoesters of the formula 



can be synthesized in accordance with method c) or else by the action of ethyl bromo- 
acetate: 



in a heterogenous alkaline medium. 

From the monoesters of the invention, particularly those of formula VIII above, 
there can be obtained, by using a method known perse, monoamides of the invention, 





15 



on a pora-carboxy-hydroxyphenone of the formula 



15 




20 



e.g. of the formula 



20 




or add monochlorides, e.g. of the formula 




25 



The acid monochlorides can in turn be converted into symmetrical and asymmetrical 
diesters and amide-esters of the invention, e.g. of the formula 



25 
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Finally, a symmetrical or asymmetrical diester of the invention, e.g. of the formula 



R«(^-{\o-C-CO e CiH s 



can be converted to an amide ester of the invention, e.g. of the formula 

-TV 



By a simple modification of the reaction sequences described above it is possible to 
obtain the compounds of the invention in which one of R CO— and —COY is an 
amino-ester group and the other of R vl CO— and -COY is an amide group, any 
subsutuents on the nitrogen atom of the amino-ester group being ritual to or 
different from those on the nitrogen atom of the amide group. This is illustrated m the 
following reaction scheme in which 

^Ni and N 3 

/ / 

represent non-identical amino groups. 

A. 

/bl-aizCHfOH 



10 
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BT-CHsCOtBl Br-CH 2 C0 2 £t 



The following examples are given to illustrate the invention. 

EXAMPLE 8. 
N-(p-carboxyphenoxy-acetyl)piperidine 



A mixture of 1 mole of ethyl p-carboxy-phenoxy-acetate and 2,5 moles of piperidine is 
refluxed for 7 hours. Water is then added, and 1-p-carboxy-phenoxy-acetyi pipendine 
precipitates. 
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EXAMPLE 9. 
Ethyl para-piperidmocarbonyl-phenoxy-acetate 
Operation is in accordance with the following reaction scheme: 



0-CH2CO 2 C 2 H 5 

>Udine 



5 The amide ester product can be reacted with any amine, in accordance with the 5 

procedure described in Example 8, to produce a diamide. 

The substances indicated in Tables I and II are prepared in accordance with the 
procedure described in Example 8 or Example 9. 

The substances listed in Table I bis have been found to possess anti-tussive and 
10 analgesic properties- 10 

The following Examples illustrate particular procedures for preparing the com- 
pounds number 96 and 99 appearing in Tables I and II respectively. 

EXAMPLE 10. 
N- (p-carboxyphenoxy-acetyl ) -piperidine 
15 coded as No. 96 15 

a) Ethyl p-carboxyphenoxy-acetate 

1 mole of ethyl bromoacetate is reacted with 1 mole of p-hydroxybenzoic acid in 
the presence of 2 moles of K 2 C0 3 in acetone, methyl-ethylketone, dioxan or tetra-hydro- 
furan, for 48 hours, at the reflux temperature of the organic solvent to obtain ethyl p- 
20 carboxyphenoxy-acetate, 20 

b) N-( p-carboxy-phenoxy-acetyl )piperidtne 

The preceding ester (1 mole) is heated under reflux with piperidine (3 moles) 
in a chlorinated solvent, for 6 hours. Water is added to precipitate N~(p-carboxy- 
phenoxy-acet^)piperidine after condensation is complete. 

25 EXAMPLE 11. 25 

N-(p-ethoxycarbonyi-phenoxy-acetyl )piperidine 
coded as No. 99 

Ethyl p-carboxy-phenoxy-acetate is esterified in ethanol and chloroform in the 
presence of sulphuric acid. N-(p-emoxycarbonyl-phenoxy-aceiyl)piperidine is ob- 
3° tained by condensation of 1 mole of the resulting diester (ethyl p-ethoxycarbonyl- 30 
phenoxy-acetate) with 3 moles of piperidine in an inert solvent for 7 hours at the boil- 
ing temperature of said solvent. 
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We make no claim to the compounds claimed in the specification of our prior co- 
pending Application No. 3085/70 (1,268,321), which are defined at the beginning of 
the specification. Subject to this disclaimer, 

WHAT WE CLAIM IS: — 5 

5 1. A phenoxy-alkyl-carboxylic compound of the general formula. 

k w -c-{ \o-c-co-yi 

* (I) 

in which each of R" and R v , which may be identical or different, is a hydrogen atom 
or a methyl, ethyl, phenyl, p-chlorophenyl or p-fluorophenyl group; each of R and 
R"", which may be identical or different, is a hydrogen or halogen atom or a Q_, aKyl, 

10 CF, SCH„ SOCH 3 , SO.CH,, OCH„ OH, C.H, or substituted phenyl group; R« is 10 
a hydrogen atom, a alkyl group, an aryl group optionaUy contauung one or more 
nuclear labstituSts selected from methyl and trifluoromethyl groups and halogen atoms, 
a cycloalkyl, hydroxyl or alkoxy group, an aryloxy group optionally co°™8 
one or more nuclear substituents, or a cydoafcoxy, cycloalkenyloxy, NR.Ro 

15 NHCH 2 CH 2 NR 3 R, or O-alkylene-NRJR, group; Y' is a hydroxy, U^alkoxy, 15 
-NrVRo — NHCH 2 CH 2 NR 3 R t or O-alkykne-NR^ ^up.^X' repress O or 
NOR.- R, is a hydrogen atom or a d-, alkyl, — C^CHjNRsK, or 
— CHCHOHCH^H group; and each of R» and R„ which may be identical or 
dMerenTis a hydW^m, * Q_ alkyl or Q_ 7 cycloalkyl group or an aryl group 

20 optionally cxmtaining one or more nuclear substituents selected from halogen atoms and 
mVthyl and rtfiuonlmethyl groups, or R s and R, together with the nitrc^atom to 
which they are attached represent an optionaUy substituted 5- to7-membered netero- 
cvdic rine which may contain a second heteroatom seleaed from O, S and IN, or radical 
offorS -n5cH 2 ) 4 CH(NH 2 )COOH or _NH-^(CpOH)-CT s SH wi* 

25 L provisos that if R"' and R'" are not both hydrogen then R« is ^thyl or p-cWoro- 
phenyl, and that if Y' is hydroxy or alkoxy, R" is hydrogen or Q_ 8 alkyl and one of 
R" and R T is hydrogen, the other of R" and R' is methyl or ediyl. 

2 A compound According to Claim 1, in which each of R" and R is a hydrogen 
atom or a methyl or phenyl group, each of R'" and I R' w is a hydrogen or cWorme atom 

30 or a methyl, triWomethyi or methoxy group, R" is a straight- or bran^ed-^m 30 
C, . alkoxy group or a hydroxyl, amino, monoalkylammo, diCQ-,, alkyl) amino, pipen- 
dino' morpholino, azepino, pyrrolidino, piperazino, N'-^orophenylpiperazino, 
aminoalkoxy, mono- or dialkylaminoalkoxy, pipendmo alkoxy, morpholinoalkoxy, 
azepinoalkoxy, piperazinoalkoxy, aryloxy, p-chlorophenoxy cyclohexyloxy, A -cycLo- 

35 hexmyloxy, or NHCH 2 CH 2 NR 3 R, group; J is a hydroxy , Q_. afcoxy NRA, 35 
-NHCH 2 CH 2 NR S R„ O— alkylene-NRjR, or cydoalkylanuno group or an aryl- 
amino group optionaUy containing one or more nuclear substituents selected irom 
chlorine atoms and methyl and trifluoromethyl groups; X' represents O, and either 
each of R s and R< is a hydrogen atom or a C,-, alkyl group, or R 3 and R„ together 

40 with the nitrogen atom to which they are attached, represent an optionaUy substituted 40 
5- to 7- membered heterocyclic ring, which may contam a secc^eteroatom^kcted 
from O, S and N, or radical of formula NH(CH 2 ) 4 CH(NH 2 )CUUti. or 
— NH — CH(COOH) — CH 2 SH. 

3. A compound according to Claim 2, in which R* is a phenoxy group. 

45 4. A compound according to Claim 1, in which each of R" and R; is a hydrogen 45 

atom or a methyl or phenyl group, each of R'" and R' w is a hydrogen 
or chlorine atom or a methyl, trifluoromethyl or methoxy group, R" is a hydrogen atom, 
a straight- or branched-chain ^-. alkyl group, or an aryl, p-chlorophenyl, cydohexyi 
or ^-cydohexenyl group, Y' is a hydroxyl, C,_« alkoxy, — NK.K„ 

50 —NHCH.CH.NR3R., O— d_ 4 alkylene-NRaR, or cydoalkylanuno group or an aryl- 5U 
amino group optionaUy containing one or more nudear substituents selected trom 
chlorine atoms and methyl and trifluoromethyl groups, R, is a hydrogen atom or a 
C 2 _, alkyl or CH 2 CH 2 NR ? R< group, and R s and R, arc as defined m Claim 2, with 
the provisos set forth in Claim 1. ...„„. , , cc 

55 5. A compound according to daim 4, in which R" is a phenyl group. « 

6. A compound according to claim 1, in which each of R'" and R"" is a fluonne, 

chlorine or bromine atom. ... w ^ ,iv„„ 

7. A compound according to Claim 1 or 6, in which Y' is a d_ 4 alkoxy group. 
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8. A compound according to claim 1, 6 or 7 y in which Rq is a alkyl group. 

9. A compound according to claim 1, 6, 7 or 8, in which NRsR 4 is amino, mono- 
or dialkylamino, morpholino, thiomorpholino, pyrrolidine, piperidino, azepino, piper- 
azino, N-p-chlorophenyl-pipcrazino, N-methylpiperazino, 4-methylpiperidino, anilino, 

5 2,3-dimetnylannino, p-chloroanilino, O-trifluoromethylanttino, p-trifluoromethylanilino, 5 
cydohe^amino, cydopentyiamino or N-methylanilino. 

10. N- (p-propionyi-phenoxyacetyl ) -morpholine. 

11. N-(/Hben^yl-phenoxyacetyl)-piperidine, 

12. N-(p-r^piorihydroximoyl-phenoxyacetyl)-piperidine. 

10 ,13. Isopropyl />-(4-cMorobenzoyl)-phenoxy-isobutyrate. 10 

14. p-(4-chlorobenzoyl)-phenoxy-isobutyric acid. 

15. N-(p-carboxyphenoxy-acetyi)-piperidine. 

16. Ethyl p-piperidinocarbonyl-phenoxy-acetate. 

17. N-(p^rhoxycarbonyl-phenoxy-aceryl)-piperidine. 

15 18. An acid addition salt of a compound according to any one of claims 1 — 9. 15 

19. A compound according to claim 1 or 18 substantially as hereinbefore described. 

20. A therapeutical composition comprising a pharmaceutically effective amount 
of at least one compound according to any one of claims 1, 6 — 9, 18 and 19. 

21. A therapeutical composition comprising a pharmaceutically effective amount 

20 of at least one compound according to any one of claims 2, 3 and 15 — 17. 20 

22. A therapeutical composition comprising a pharmaceutically effective amount 
of at least one compound according to any one of claims 4, 5 and 10—14. 

For the Applicants, 
D. YOUNG & CO., 
Chartered Patent Agents, 
9 & 10 Staple Inn, 
London WC1V 7RD. 
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